UK 



TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: Bianco M. Conti-Fine 
SERIAL NO.: 08/991.143 



1/10 



13 



T0M50-169 IMMUNIZED 



11 H 

X 
UJ 

9 9 H 



| 7H 

I 5H 

CO 

3 H 



1 



X 



10 



TAChR 



^1 



10 



X 



X 



0(150-159 
IN VITRO STIMULANT (jM}/rr\\) 

FIG. 1A 



10 
PHA 



(XPOOL IMMUNIZED 




TAChR 0(150-159 0(181-200 0(360-378 PHA 

IN VITRO STIMULANT 

FIG. 1B 



TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: Bianco M. Conti-Fine 
SERIAL NO.: 08/991,143 

2/10 



TOLERIZED WITH 



PBS 



Ta 

150-169 



a- 

POOL 



12 - 

— 10 - 
51 

£ 8 

o 6 - 
4 

2 H 
0 



Q 
O 



ooooooooo. 
oooooocooo 



** 



** 



NAIVE 



IMMUNIZED THREE TIMES 
WITH TAChR 

FIG. 2A 



TOLERIZED WITH 



PBS 



150-169 



a- 

POOL 



12 H 
10 



ooooooooo 

0000000030- 

oooooooax) 



uj 8 — 

I — 

o 6 - 

d 4 

in 

2 H 
0 



NAIVE 



A A A A 



* 

T 



IMMUNIZED THREE TIMES 
WITH TAChR 

FIG. 2B 



TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: Bianco M. Conti-Fine 
SERIAL NO.: 08/991,143 



3/10 



AChR 



0(150-159 




ai50-159 aPOOL 
TOLERIZING AGENT 

FIG. 3A 



x 

LlJ 

Q 

o 

5 

ZD 

pz 

CO 




A A 



PBS CX150-159 aPOOL 
TOLERIZING AGENT 

FIG. 3B 









10 -, 

X 
U_l 






A 








Q 














O 








• 
• 

• 

-L— OO 1 


% 


A 


STIMULAT 

i i 


• 

O 
O 

To 

1 — o — 1 




k 

-A&A- 



PBS 0(150-159 (XP00L 
TOLERIZING AGENT 

FIG. 3C 



PBS 0(150-1 59 0( POOL 
TOLERIZING AGENT 

FIG. 3D 



TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: Bianco M. Conti-Fine 
SERIAL NO.: 08/991,143 



10 



8 H 
6 
4 
2 
0 



10 
8 
6 
4 
2 
0 



10 
8 
6 
4 
2 



4/10 

4 WEEKS 





P<0.001 


P<0.04 


•• 
















PBS 


0f1 50-159 


apooi 



T0LERIZING AGENT 

FIG. 4A 

8 WEEKS 



•o 



o 



P<0.02 



P<0.05 



-A* 



A 
A 
A 



*A 
AA A 

A 



PBS 0(150-159 a POOL 
T0LERIZING AGENT 

FIG. 4B 

10 WEEKS 



o 

_CL?_ 



O 

o 



P<0.009 
□ 

eft 

□□ 



P<0.0001 
A 



A^ A 
AA^A 



PBS 0(150-159 0(P00L 
T0LERIZING AGENT 

FIG. 4C 



TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: Bianco M. Conti-Fine 
SERIAL NO.: 08/991,143 



5/10 



o 

O 



P00L 



12 

10 h 



DTX 
POOL 




o - 1 1 

IMMUNIZED WITH TAChR 

FIG. 5A 




TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: 8ianca M. Conti-Fine 
SERIAL NO.: 08/991,143 

6/10 



SHAM-TOLERIZED 




TAChR Olig/ml) 

FIG. 6A 

a POOL TOLERIZED 



x 6 - 

LaJ 




TAChR ()Ltg/ml) 

FIG. 6B 



TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: Bianco M. Conti-Fine 
SERIAL NO.: 08/991.143 

7/10 




60 




10 2.5 5 2.5 5 

TAChR DTX DTX PLUS 

fag/ml) (/ig/ml) 10 /xg/ml TAChR 

FIG. 8 



TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: Bianco M. Conti-Fine 
SERIAL NO.: 08/991.143 



8/10 



Amino Acid 


Codon 


Phe 


uuu, UUC 


Ser 


UCU, UCC, UCA, UCG, AGU, AGC 


Tvr 


UAU, UAC 


Cvs 


UGU, UGC 


Leu 


UUA, UUG, CUU, CUC, CUA, CUG 


Trp 


UGG 


Pro 


CCU, CCC, CCA, CCG 


His 


CAU, CAC 


Arc 


CGU, CGC, CGA, CGG, AGA, AGG 


Gin 


CAA,CAG 


lie 


AUU, AUC, AUA 


Thr 

JL I'M* 


ACU, ACC, ACA, ACG 


Asn 


AAU, AAC 


Lys 


AAA, AAG 


Met 


AUG 


Vnl 


fiT TIT OTIC GTJA GUG 


Ala 


GCU, GCC, GCA, GCG 


Asp 


GAU, GAC 


Gly 


GGU, GGC, GGA, GGG 


Glu 


GAA, GAG 



FIG. 9 



TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: Bianco M. Conti-Fine 
SERIAL NO.: 08/991,143 



9/10 



Original 


Exemnlarv 


PrefiarreH 


Residue 


Substitutions 


Substitutions 


Ala (A) 


val; leu; ile 


val 


Arg(R) 


lys; gin; asn 


lys 


Asn CbTi 

*VOH 111 I 


oln* Viic* Ivc* 9ra 
gill, IU£>, ijro, alg 


gin 


Asp(D) 


glu 


glu 


Cys (C) 


ser 


ser 


Gin 


asn 


asn 


vjlu (lij 


asp 


asp 


Gly (G) 


pro 


pro 


JtUS 


asn; gin; lys; arg 


arg 


Ile (I) 


leu; val; met; ala; phe 

UVJX 1WU\/JXLW 


leu 


Leu (L) 


norleucine* ile* val* met* 
ala; phe 


ile 


Lys(K) 


arg; gin; asn 


arg 


Met fMl 


Ipii* tVhf** ill* 




Phe(F) 


leu; val; ile; ala 


leu 


Pro(P) 


giy 


giy 


Ser (S) 


thr 


thr 


Thr(T) 


ser 


ser 


Trp(W) 


tyr 


tyr 


Tyr(Y) 


tip; phe; thr; ser 


phe 


Val(V) 


ile; leu; met; phe; ala; 
norleucine 


leu 



FIG. 10 



TITLE: METHODS TO TREAT UNDESIRABLE IMMUNE RESPONSES 
INVENTOR NAME: Bianco M. Conti-Fine 
SERIAL NO.: 08/991,143 

10/10 





^cqt AVAILABLE COPY 



